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'NCIC HPV To: NCIC HPV, moran.matthew@epa.gov
.Sent by: Mary-Beth cc:
- Weaver cc:
Subject: Environmental Defense comments on Propargyl Alcohol (CAS#
06/04/2003 10:21 AM 107-19-7)

Richard Denison@environmentaldefense.org on 06/02/2003 02:01:46 PM

To: oppt.ncic@epamail.epa.gov, hpv.chemrtk@epamail.epa.gov, Rtk Chem/DC/USEPA/US@EPA, Karen
Boswell/DC/USEPA/US@EPA, erauckman@charter.net
cc: lucierg@msn.com, kflorini@environmentaldefense.org, rdenison@environmentaldefense.org

Subject: Environmental Defense comments on Propargyl Alcohol (CAS# 107-19-7)

(Submitted wvia Internet 6/2/03 to oppt.ncic@pa.gov, hpv.chenrtk@pa.gov,
boswell . karen@epa.gov, chemrtk@pa. gov, lucierg@msn.com and
erauckman@charter.net)

Envi ronment al Defense appreciates this opportunity to submt conmments on
the robust summary/test plan for Propargyl Al cohol (CAS# 107-19-7).

The test plan and robust summmaries were prepared by the Toxicol ogy and
Regul atory Affairs G oup of the Propargyl Alcohol (PA) Consortium PAis a
relatively toxic conpound that is synthesized through several different
pathways. It is used as a chenmical intermediate, corrosion inhibitor,

sol vent stabilizer, soil fumgant and polynmer nodifier. The test plan
states that PA is not used in consuner products although the uses indicated
above would seem to contradict this statenent.

The test plan and robust summaries are conplete, accurate and do a very
credible job in justifying conclusions nade in the test plan. The test plan
and robust summaries represent an excellent exanple for others to follow in
the preparation of HPV submissions. W agree with all of the sponsor's
concl usi ons, including the proposal to conduct a conmbined reproductive/
devel opnental toxicity study on PA Specific comrents are as follows:

1. PA is a toxic chemical, so potential workplace exposures are of concern.
The ACGHTLV is 1 ppm Has the sponsor collected data on workplace
exposur es? If so, they should be made available.

2. The test plan and robust sunmmaries include an excellent description of
the netabolismof PA and a plausi ble nechani smfor PA-nediated |iver and
kidney toxicity. The nmechanism seems to involve netabolism to a reactive

al dehyde catalyzed by a specific formof cytochrone P-450. Although this

| evel of information is not required by the HPV program it is very hel pful
to conpanies and regulatory agencies in the developnent of
scientifically-credible risk assessments.

3. Available data indicate that PA partitions into water and that it is
rapidly bi odegraded. The sponsor asserts that PA is conpletely degraded by
wast ewat er treatment, but no data are provided on the range of Ilevels
detected or predicted in wastewater before and after treatnent. If such
data are available, they should be included in the test plan because PA
exhibits significant toxicity to aquatic organisns.

4. Ecotoxicity data are sufficient to fulfill HPV requirenents. PA, Iike
its structural analog allyl alcohol, is toxic to fish.

5. Acute toxicity studies were not conducted according to GLP, but we agree
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with the sponsor that additional studies would constitute an unnecessarv
use of animals since other available information is sufficient and the NTP:
studies provide data on the mximlly-tolerated dose

6. Several well-conducted repeat dose studies are available, including 14~
and 90-day inhal ati on studi es conducted by the NTP. These data invol ve
mul ti ple species and are nore than adequate to fulfill requirenments of the
HPV program They indicate a NOEL range of 4-32 ppm depending on the

endpoi nt evaluated. The npst sensitive endpoint was the respiratory

epi thel i um

7. Cenetic toxicity data indicate that PA has weak or no genotoxic

activity. In any event, existing data are sufficient to fulfill HPV
requirements. The NTP is currently conducting a cancer bioassay on PA and
the sponsor is clearly aware of this study and keeping up with results as
they beconme available. These results will permt the genetic toxicity data

to be placed in proper context.

8. The sponsor indicates that no reproductive or devel opnental toxicity
studies are available on PA, and hence they propose to conduct a conbined
reproductive/ devel opnent al toxicity study. We agree with this proposal; we
al so note that histology slides fromthe NIP studies are available in the
NTP archives and nay provide a useful resource in interpreting results from
the proposed study when it is conpleted

Thank you for this opportunity to coment.

George Lucier, Ph.D
Consul ting  Toxicol ogi st, Envi ronment al Def ense

Richard Denison, Ph.D
Seni or Sci entist, Environmental Def ense





